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7. A method of reducing alcohol consumption in a mammal comprising 
administering a compound of Formula 1 

R 2 



Ri is selected from the group consisting of hydrogen, carboxy, halo, branched or straight 
chain (Ci-C$)haloalkyl, (C3-C6)cycloalkoxy ? (Ci-C 6 )haloaIkoxy, (C 3 -C6)cyclohaloalkoxy, (C 3 - 
Ce)cycloalkoxyalkyl, (C]-C6)alkoxy(C3-C6)cycloalkyl I (CrC 6 )cycloalkylcarbonyl, substituted or 
unsubstituted phenyl, phenyl(CrC6)alkyl, and heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl, carboxy, foimyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, 
(Ci-C3)haloalkyl, (Ci-C3)alkoxy ? (Ci-C^haloalkoxy, (Ci-C3)alkylamino, di(CrC3)alkylamino, 
(Ci-C 2 )alkoxy(CrC2)alkyl > (CrC2)alkylammo(CrC 2 )alkyl 7 di(C r C 2 )all<ylammo(CrC2)alkyl, 
(Ci-C3)alkylcarbonyl ? (Ci-C3)alkoxycarbonyl, (CiC3)alkylaminocarbonyl, and di (Cr 
C 3 )alkylainiiiocaibonyl; 

R 2 i$ selected from the group consisting of hydrogen and alkoxy; 

R3 is selected from the group consisting of hydrogen, (Ct-C$) alkoxycarbonyl, and 
carboxy; 

R4 is selected from the group consisting of hydrogen and hydroxy; 
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Formula I 



wherein: 
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R5 is selected from the group consisting of hydrogen, carboxy, hydroxy, amino, halo, 
branched or straight chain (C]-C$)a]kyl, (CrC$)haloalkyl, (C2-C<5)alkexryl, (C 3 -C6)alkadienyl 5 
(Ci-C 6 )alkoxy, (C 3 -C$)cycloalkoxy, (Ci-QOhaloalkoxy, (C3-C<>)cyclohaloalkoxy, (C2- 
C 6 )alkynyloxy, (Ci-C 6 )alkoxy(CrC6)alkyl, (C 3 -C 6 )cycloalkoxyalkyl, (C r C 6 )alkoxy(C 3 - 
C6)cycIoalkyl ? (Ci-C6)alkylcaibonyl s (C 3 -C<s)cycloaIkyIcarbonyl 7 (Ci-CsJalkoxycarbonyl, (C 4 - 
C 6 )alkoxycarbonylalkyl, (CiCe^ydroxyalkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
C6)alkyl, heterocyclyl, heterocyclyloxy, heterocyclic arbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C 3 )haloalkyl, (Ci-C 3 )alkoxy, 
(Ci-C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(Ct-C3)alkylamino, (Ci-C 2 )alkoxy(CrC2)alkyl, (Ci-. 
C2)alkylamino(C]-C2)allcyl, di(Ci-C 2 )alkylamino(Ci-C2)alkyl ? (Ci-C 3 )alkylcarbonyl, (C r 
C 3 )alkoxycarbonyl, (Ci-C 3 )alkylaminocarbonyl, and di (CrC 3 )aJkylaminocarbonyl; 

R$ is selected from the group consisting of hydrogen and hydroxy, and 

R7 is selected from the group consisting of hydrogen and halogen, 
with the proviso that R5 cannot be hydroxy when Ri, R2, R3> R4> and R7 are all 
hydrogen 

in an amount effective to increase a concentration of 5-hydroxyindoleacetaldehyde 
formed during catabolism of serotonin or dopamine. 
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8. A method of modulating alcohol consumption in a mammal comprising 
administering a compound of Formula I 




Formula I 



wherein: 

Ri is selected from the group consisting of hydrogen, carboxy, halo, branched or straight 
chain (Ci-Q)alkyl, (Ci-C 6 )haloalkyl, (C 2 -C 6 )alkenyl, (C 3 -C 6 )alkadienyl, (Ci-C 6 )alkoxy, (C 3 - 
C 6 )cycloalkoxy, (C r C<>)haIoalkoxy, (C 3 -C«)cyclohaloalkoxy, (C 2 -C 6 )alkynyIoxy, (O- 
C6)alkoxy(Ci-C 6 )alkyl, (C 3 -C 6 )cycloaIkoxyaIkyl, (Ct-C^JalkoxyCCs^cycloalkyl, (C,- 
C$)alkylcaibonyl, (C 3 -C 6 )cycloalkylcaibonyl 5 (Ci-C6)alkoxycaibonyl, (C 4 - 
C 6 )aIkoxycarbonylalkyl, (Ci-C$)hydroxyalkyl, (C 5 -Cio)carboxyalkyl, substituted or unsubstituted 
phenyl, phenyl(Ci-C$)alkyl ? heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl, carboxy, foimyl, hydroxy, amino, carbamoyl, (C r C 3 )alkyl 5 
(C]-C 3 )haloalkyl, (C r C 3 )alkoxy, (C r C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(Ci-C 3 )alkylamino, 
(Ci-C 2 )alkoxy(CrC 2 )alkyl T (Ci-C2)alkylamino(C r C 2 )alkyl ? di(Ci-C 2 )aU<ylamino(Ci-C2)alkyl, 
(CrC 3 )alkylcarbonyl, (Ci-C 3 )aIkoxycarbonyl, (Ci-C 3 )aUcylaminocarbonyl, and di (Ci- 
C3)alkylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy; 

R 3 is selected from the group consisting of hydrogen, (Ci-Ce) alkoxycarbonyl, and 
carboxy; 

R4 is selected from the group consisting of hydrogen and hydroxy; 

12 

PAGE 15/18 1 RCVD AT 2/512007 6:44:55 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-5/22 ■ DNISOTOO * CSID:650 4/5 0359 * DURATION (mm-ss):03-00 



02/05/2007 16:52 6504750359 -> USPTO CENTRAL 



NO. 005 D016 



Application No. 10/609,120 
AttyDktNo. 11187-00016 (Endow-3-US) 
Reply to Office Action of October 3, 2006 

R5 is selected from the group consisting of hydrogen, carboxy, halo, amino, branched or 
straight chain (Ci-C 6 )alkyl, (C r C 6 )haloalkyl, (C 2 -C<5)alkenyl, (C 3 -C6)alkadienyl, (Ci-C^alkoxy, 
(C 3 -C 6 )cycloalkoxy, (Ci-C6)haloalkoxy, (C 3 -C<0cyclohaloaIkoxy, (C 2 -C6)alkynyloxy, (Ci- 
C 6 )alkoxy(CrQOalkyl, (C 3 -Ce)cycloalkoxyalkyl, (C K C6)alkoxy(C3-C6)cycloalkyl, (Ci- 
C6)alkylcaibonyl 5 (C3-C6)cycloalkylcarbonyl, (Ci-C6)alkoxycarbonyl } (C4- 
CoJalkoxycarbonylalkyl, (Ci-C 6 )hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(Ci- 
C 6 )alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocaibonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C 3 )alkyl, (Ci-C 3 )haloalkyl, (Ci-C})alkoxy, 
(Ci-C 3 )haloalkoxy, (Ci-C 3 )alkylamino, di(Ci-C 3 )aIkylamino, (CrC 2 )alkoxy(Ci-C2)alkyl 7 (d- 
C 2 )alkylamino(Ci-C 2 )aikyl, di(Ci-C2)alkylamino(Ci-C 2 )alkyL, (Ci-C 3 )alkylcaibonyl, (C r 
C 3 )alkoxycarbonyl, (Ci-C^alkylaminocarbonyl, and di (Ci-C3)alkyIaminocarbonyl; 

is selected from the group consisting of hydrogen and hydroxy; and 



R 7 is selected from the group consisting of hydrogen, halogen, and Ci-C 6 alkoxy, 



in an amount effective to increase a concentration of 5-hydroxyindoleacetaldehyde or 
3,4-dihydroxyphenylacetaldehyde formed during catabolism of serotonin or dopamine. 

9. The method of claim 7, wherein the mammal is a human. 

12. The method of claim 7, wherein the compound does not inhibit monoamine 
oxidase. 

13. The method of claim 7, wherein R5 is hydroxyl or amino. 

14. The method of claim 8, wherein Ri is a straight chain alky!. 



15. The method of claim 8, wherein R T is (CiC6)hydroxyalkyl or 
(QCicOcarboxyalkyl. 
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16. The method of claim 7, wherein the compound is administered intraperitoneally, 
intramuscularly or orally. 

27. A compound for inhibiting ALDH-2 comprising Formula I 




Formula I 

wherein: 

Ri is selected from the group consisting of hydrogen, carboxy, halo, amino, branched or 
straight chain (C r C 6 )alkyl, (C r C 6 )haioalkyl, (C 2 -C 6 )alkenyl, (C 3 -C 6 )alkadienyl, (C]-C 6 )alkoxy, 
(C3-C6)cycloalkoxy, (C r C 6 )haloalkoxy, (C 3 -C 6 )cyclohaloalkoxy, (C 2 -Q>)alkynyloxy, (Q- 
^alkoxytCi-C^alkyl, (C 3 -C 6 )cycIoalkoxyalkyl > (C t -C 6 )alkoxy(C3-Cfi)cycloalkyl, (Ci- 
C 6 )alkylcarbonyl 5 (C3-C 6 )cycloalkylcarbonyl, (Ci-C6)alkoxycarbonyI, (C 4 - 
C 6 )alkoxycarbonylalkyl, (Ci-C^hydroxyalkyl, (Cs-Cio)caTboxyalkyl, substituted or unsubstituted 
phenyl, phenyl(Ci-C6)alkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein 
substituents are from one to four and are selected from the group consisting of halo, 
aminocarbonyl, aminothiocarbonyl, carboxy, formyl, hydroxy, amino, carbamoyl, (Ci-C3)alkyl, 
(C t -C 3 )haloalkyl, (Ci-C 3 )alkoxy, (Ci-Ca^aloalkoxy, (Ci-C 3 )alkylamino, di(Ci-C 3 )alkylamino, 
(Ci-C 2 )alkoxy(Ci-C2)alkyl, (C I -C 2 )alkylamino(Ci-C 2 )aIkyl, di(CrC 2 )alkylamino(CrC 2 )alkyl, 
(Ci-C 3 )alkylcarbonyl ? (Ci-C 3 )alkoxycarbonyl, (Ci-C 3 )alkylaminocarbonyl s and di (d- 
C 3 )aBtylaminocarbonyl; 

R 2 is selected from the group consisting of hydrogen and alkoxy; 
R 3 is hydrogen; 
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R4 is selected from the group consisting of hydrogen and hydroxy; 
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ij 



Rs is selected from the group consisting of hydrogen, carboxy, halo, amino, branched or 
straight chain (Ci-C 6 )alkyl, (C r C 6 )haloalkyl, (C 2 -C 6 )alkenyl, (C 3 -C 6 )alkadienyl, (Ci-C fi )alkoxy, 
(C 3 -C 6 )cycloalkoxy, (C r C 6 )haloalkoxy, (C 3 -C 6 )cyclohaloalkoxy, ^-C^alkynyloxy, (Q- 
C 6 )alkoxy(Ci-C 6 )alkyl, (C 3 -Q)cycloalkoxyalkyl, (C,-C 6 )aUcoxy(C3-C6)cycloalkyl, (C r 
C 6 )alkylcarbonyl, (C 3 -C 6 )cycloalkylcarbonyl, (Ci-C 6 )alkoxycarbonyl, (C 4 - 
C 6 )alkoxycarbonylalkyl, (Ci-C 6 )hydroxyalkyl, substituted or unsubstituted phenyl, phenyl(C,- 
CeJalkyl, heterocyclyl, heterocyclyloxy, heterocyclylcarbonyl, wherein substituents are from one 
to four and are selected from the group consisting of halo, aminocarbonyl, aminothiocarbonyl, 
carboxy, formyl, hydroxy, amino, carbamoyl, (C,-C 3 )alkyl, (C,-C 3 )haloalkyl, (C t -C 3 )alkoxy, 
(d-C 3 )haloalkoxy, (Ci-C 3 )alkylainino, di(C 1 -C 3 )alkylamino, (CrCaJalkoxyCCi-CjJalkyl, (Q- 
C 2 )alkylamino(C,-C 2 )alkyl, di(C r C 2 )alkylamino(C,-C2)alkyl, (Ci-C 3 )alkylcarbonyl, (Ci- 
C 3 )alkoxycarbonyl, (Ci-C 3 )alkylaminocarbonyl, anddi (Ci-C 3 )alkylaminocarbonyl. 



Re is selected from the group consisting of hydrogen and hydroxy; and 

R 7 is selected from the group consisting of hydrogen, halogen, and C\-C 6 alkoxy. 

28. The compound of claim 26, wherein R 5 is hydroxyl or amino. 

29. The compound of claim 27, wherein Ri is a straight chain alkyl.- 

30. The compound of claim 27, wherein R is (C r C<)hydroxy alkyl or (C 5 - 
Cio)carboxyalkyl. 
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